Regarding the involvement of cellular cholesterol in the generation of the pathogenic protein, it must be noted that the conversion of the normal cellular form of prion protein (PrPc) to its pathogenic form (PrPsc) is also cholesterol-dependent ( 10). Taken together with present results, it is suggested that a conformationally altered form of amyloidogenic protein, which acts as a "seed" for amyloid fibril formation, is generated in intracellular cholesterol-rich microdomainsand accumulated in the brain.
Hypothesis for the mechanism of^-amyloid-induced neuronal celi death Several hypotheses have been proposed for the mechanism of (3-amyloid-induced neuronal cell death based on the experiments using culture systems; however, weare still far away fromcompleteunderstandingof the molecularmechanism of neuronal cell death in vivo. Previous hypotheses include generation of free radicals, alteration of signal transduction system leading to abnormal phosphorylation of tau (1 1), influx of calcium ions, and alteration of cellular cholesterol homeostasis (12) (Fig. 2) .
Implications of FTDP- 1 7 Recently, it has been reported that mutaions in tau gene, on chromosome17, cause a unique familial frontotemporal dementia associated with parkinsonism (FTDP-17) (13, 14) . Pathologically, marked nurofibrillary tangles, but not of senile plaques, are observed in association with neuronal cell death. Thus, FTDP-17mayprovide a useful model to elucidate the molecular mechanism of neurocal cell death in Alzheimer's disease.
